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3-(2-Phenylethenyl)-4,5,6,7-tetrahydroisoxazolo[4,3-c]pyridin-4-one (8a)
Method A: LDA was prepared by adding BuLi (2.5 M in hexanes, 5.63 mL, 14.08 mmol) to diisopropylamine (1.57 g, 15.52 mmol) in THF (50 mL) cooled in an ice-salt bath, under nitrogen, and stirring for 10 min. This was then added to the isoxazolopyridone 6 (1.02 g, 6.70 mmol) and TMEDA (1.64 g, 14.11 mmol) in THF (120 mL) cooled in an ice-salt bath, under nitrogen, and the reaction mixture was stirred at this temperature for 20 min. Benzaldehyde (2.49 g, 23.46 mmol) was then added and the reaction mixture was stirred for 1 h at ice-salt bath temperature and then for 4 d at 20 °C. Hydrochloric acid (1 M, 100 mL) was added and the reaction mixture extracted with EtOAc (6 × 100 mL). The organic phase was washed with saturated aq NaHCO 3 (200 mL), saturated brine (200 mL), dried (MgSO 4 ) and concentrated under reduced pressure. Column chromatography (CH 2 Cl 2 /MeOH 100:1) yielded 8a (0.85 g, 53%) as an off-white solid, which was recrystallised as colourless crystals; mp 212-214 ºC (CH 2 Cl 2 /MeOH); and recovered 6 (0.17 g, 17%)
as an off-white solid. 1 H NMR (300 MHz, CDCl 3 ) δ 3.04 (t, J = 6.6 Hz, 2H, CH 2 CH 2 N), 3.64 (dt, J = 2.3, 6.6 Hz, 2H, CH 2 CH 2 N), 6.45 (br s, 1H, NH), 7. 3H, 7.48 (d, J = 16.5 Hz, 1H, CH=CHPh), 2H, 
3-(2-Phenylethenyl)-4,5,6,7-tetrahydroisoxazolo[4,3-c]pyridin-4-one (8a) via 3-(2-Hydroxy-2-phenylethyl)-4,5,6,7-tetrahydroisoxazolo[4,3-c]pyridin-4-one (7a)
Method B: To n-BuLi (2.5 M in hexanes; 0.6 mL, 1.5 mmol) in THF at −78 °C was added isoxazolopyridone 6 (100 mg, 0.65 mmol). The solution was stirred for 1 h at −78 °C followed by the addition of benzaldehyde (1.0 mL, 1.0 mmol). After being stirred for a further 10 min, the reaction was quenched with water (20 mL), and the mixture was acidified with hydrochloric acid (2 M; 20 mL) at −78 °C and extracted with EtOAc (3 × 30 mL). The combined organic layers were washed with brine (50 mL), dried (MgSO 4 ), filtered and the solvent was removed under reduced pressure.
Column chromatography (EtOAc/PE 1:1) afforded 7a (0.12 g, 70%) as a white solid; mp 174-175 °C. 
2-(1-Hydroxyprop-2-enyl)-3,4-dihydro-2H-naphthalen-1-one (13)
To diisopropylamine (4.6 mL, 33 mmol) in THF (50 mL) at −78 °C was added n-BuLi (2.5 M in hexanes; 13.2 mL, 33.1 mmol). The solution was stirred for 1 h at this temperature before α-tetralone (3.9 mL, 30 mmol) was added dropwise and stirring continued for a further 1 h. Freshly distilled propenal (2.2 mL, 33 mmol) was added to the resulting solution dropwise over 15 min at −78 °C. After being stirred for a further 30 min, the reaction mixture was quenched with water (10 mL) at −78 °C and neutralised (5 M hydrochloric acid). Colour change was observed at this point, from
yellow-green to a blue-green solution. The mixture was extracted with EtOAc (3 × 30 mL), and the combined organic layers were washed with hydrochloric acid (2 M; 30 mL), saturated aq NaHCO 3 (50 mL) and brine (50 mL), dried (MgSO 4 ), filtered and the solvent was removed under reduced pressure. Column chromatography (EtOAc/PE 1:7) afforded 13 as a colourless oil (obtained as a single compound) (5.2 g, 86% 
2-(1-Hydroxyprop-2-enyl)-1,2,3,4-tetrahydronaphthalen-1-ol (14)
To a stirred suspension of LiAlH 4 (0.61 g, 18 mmol) in THF (40 mL) was added hydroxyketone 13 (2.0 g, 9.9 mmol) in THF (5 mL) over 5 min at 0 °C and the mixture stirred for 30 min before being quenched with THF/water (1:1; 20 mL). Aq sodium hydroxide (15% w/v; 20 mL) was added and the mixture was extracted with EtOAc (3 × 30 mL). The organic layers were combined, dried (MgSO 4 ), filtered and the solvent was removed under reduced pressure. Column chromatography (EtOAc/PE 1:4) gave 14 (1.5 g, 75%) as a yellow oil. To hydroxy adduct 16 (50 mg, 0.15 mmol) in toluene (5 mL) was added PTSA (42 mg, 0.22 mmol), and the mixture was heated for 4 h under Dean-Stark conditions. The mixture was cooled and water (10 mL) added, it was then extracted with EtOAc (4 × 30 mL), and the combined organic layers were washed with brine
